. Measurement of the mitochondrial respiratory and glycolytic activity in intact fibroblasts synchronized by serum shock (A) or forskolin pre-treatment (B). The graphs display for normal fibroblasts (CTRL) and PD-patients fibroblasts (P1 and P2) the OCR-OXPHOS and ECAR-Glycolysis under different conditions as follows: basal, in the presence of oligomycin, in the presence of FCCP (uncoupled) for OCR; basal, in the presence of the respiratory chain inhibitors rotenone + antimycin A (Rot + AA) for ECAR. The time points were fitted with the COSINOR function (continuous curve-lines Figure S3 . Transcription levels of core clock genes in normal (CTRL) and PD-derived (P1, P2) fibroblasts. The mRNA was isolated from non-synchronized fibroblasts, subjected to qRT-PCR analysis and the values normalized to the housekeeping gene GAPDH and to CTRL. The bar-values are means ± SEM of two independent measurements carried out in three technical replicates under each conditions. See Materials and Methods for experimental details. Technologies) . Each RNA sample was tested in duplicate, 18S was used to normalize transcript abundance and calculations were performed with the delta Ct method. Statistical analyses were performed on three independent experiments. (C). The iPSC line produced embryoid bodies which spontaneously differentiated into three germ layers expressing the ectodermal markers NESTIN and PAX6, the mesodermal marker EOMES and the endodermal gene GATA4 (D). Pluripotency of this cell line was also confirmed by the expression of transcription factor OCT4 and of surface marker TRA-1-60 obtained through immunofluorescence analysis. the objective magnification was 10× (E). Differentiation capacity into three germ layers was also demonstrated through in vivo teratoma formation (F) . Karyotype analysis demonstrated no accumulated chromosomal aberrations. The objective magnification was 5× (G). Figure S5 . iPS-neuralization. Schematic diagram illustrating the overall strategy to generate hiNSCs from hiPSCs. Phase contrast images illustrate the typical morphology of cells at each stage. The objective magnification was 10×. Table S1 . Primers list.
Gene Name Product Number

BMAL1
PAHS-135Z
CLOCK PPH06233A
